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は　じ　め　に
　自閉スペクトラム症は社会性行動の障害および活動あ

























































































































































 1 ) Abrahams, B. S. & Geschwind, D. H.: Advances in autism 
genetics: on the threshold of a new neurobiology. Nat. Rev. 
Genet., 9, 341-355 (2008)
 2 ) Willsey, A. J., Sanders, S. J., Li, M. et al.: Coexpression 
networks implicate human midfetal deep cortical projection 
neurons in the pathogenesis of autism. Cell, 155, 997-1007 (2013)
 3 ) Krumm, N., O’Roak, B. J., Shendure, J. et al.: A de novo 
convergence of autism genetics and molecular neuroscience. 
Trends Neurosci., 37, 95-105 (2014)
 4 ) O’Roak, B. J., Vives, L., Girirajan, S. et al.: Sporadic autism 
exomes reveal a highly interconnected protein network of de 
novo mutations. Nature, 485, 246-250 (2012)
 5 ) Talkowski, M. E., Rosenfeld, J. A., Blumenthal, I. et al.: 
S e q u e n c i n g  c h r o m o s o m a l  a b n o r m a l i t i e s  r e v e a l s 
neurodevelopmental loci that confer risk across diagnostic 
boundaries. Cell, 149, 525-537 (2012)
 6 ) Neale, B. M., Kou, Y., Liu, L. et al.: Patterns and rates of 
exonic de novo mutations in autism spectrum disorders. Nature, 
485, 242-245 (2012)
 7 ) Sakamoto, I., Kishida, S., Fukui, A. et al.: A novel β -catenin-
binding protein inhibits β -catenin-dependent Tcf activation and 
axis formation. J. Biol. Chem., 275, 32871-32878 (2000)
 8 ) Nishiyama, M., Oshikawa, K., Tsukada, Y. et al.: CHD8 
suppresses p53-mediated apoptosis through histone H1 recruitment 
during early embryogenesis. Nat. Cell Biol., 11, 172-182 (2009)
 9 ) Nishiyama, M., Skoultchi, A. I. & Nakayama, K. I.: Histone 
H1 recruitment by CHD8 is essential for suppression of the Wnt-
β-catenin signaling pathway. Mol. Cell. Biol., 32, 501-512 (2012)
10) Nishiyama, M., Nakayama, K., Tsunematsu, R. et al.: Early 
embryonic death in mice lacking the β -catenin-binding protein 
Duplin. Mol. Cell. Biol., 24, 8386-8394 (2004)
11) Katayama, Y., Nishiyama, M., Shoji, H., et al.: CHD8 
haploinsufficiency results in autistic-like phenotypes in mice. 
Nature, 537, 675-679 (2016)
図 2．CHD8は RESTを抑制することにより神経発生を制御する
 CHD8は神経発生に重要なタンパク質である RESTの機能を
抑制することによって，胎児期における神経発生のタイミン
グを制御している．CHD8に変異が起こると，RESTが異常
に活性化することによって神経発生が障害され，その結果自
閉症を発症すると考えられる．
